SUPPLEMENTARY FIGURE S1: Wendt et al SUPPLEMENTARY FIGURE S1: 3D morphologies of the D2.OR and D2.A1 cells. D2.OR and D2.A1 cells were seeded into 3D cultures at the indicated cell densities. The morphology of the cellular structures was imaged under Phase contrast microscopy (40x) at the indicated time points.
SUPPLEMENTARY FIGURE S4: Wendt et al

SUPPLEMENTARY FIGURE S4
: TGF-β-induced EMT decreases subsequent activation of Smad2/3 by TGF-β. NM-E cells were cultured in the presence of TGF-β1 (5 ng/ml) over a span of 4 weeks to induce a mesenchymal state (Post-EMT). Quiescent Pre-and Post-EMT cells were stimulated with TGF-β1 (5 ng/ml) for 30 min and analyzed for the presence of phosho-Smad2 (p-smad2), phospho-Smad3 (p-smad3), E-cad, Smad4 (t-smad4) and Smad2/3 (t-smad2/3) as a loading control. Shown are representative immunoblots from 2 independent experiments.
SUPPLEMENTARY FIGURE S5:
Recombinant expression of E-cad in D2.A1 cells is resistant to TGF-β and 3D culture. (A) D2.A1 cells described in transduced with E-cad or GFP as a control were stimulated with TGF-β1 (5 ng/ml) for 48 h and analyzed for the presence of E-cad, while Actin is shown as a loading control. (B) D2.A1 cells described in Panel A were grown in 2D, or in compliant (comp) or rigid (Rid) 3D cultures for 5 days, at which point cell lysates were harvested and analyzed for the presence of E-cad and Actin as a loading control. All data are representative of at least 3 independent experiments.
SUPPLEMENTARY FIGURE S6:
Expression of E-cad induces a branched morphology in the metastatic D2.A1 cells. Control (GFP) or E-cad expressing D2.A1 cells were grown in 3D cultures for 1 day. The resulting cellular structures were imaged by phase contrast microscopy (40x). Images are representative of 3 independent experiments. SUPPLEMENTARY MOVIE S1: Systemically dormant cells form intricate 3D branching structures. Nonmetastatic D2.OR cells were grown for 10 days in compliant 3D culture. Movie is a Z-series (400x) that runs from the top to the bottom of the organoid at a depth of 452 µm that is comprised of 3.2 µm sections. SUPPLEMENTARY MOVIE S2: D2.OR cells migrate to form multicellular structures under 3D culture conditions. D2.OR cells (7.5x10 4 cells/cm 2 ) were plated under 3D culture conditions. The time-lapse movie (50x) was acquired over a span of 18 h, with individual frames captured at 10 min intervals. SUPPLEMENTARY MOVIE S3: D2.A1 cells are non-migratory under 3D culture conditions. D2.A1 cells (7.5x10 4 cells/cm 2 ) were plated under 3D culture. The time-lapse movie (50x) was acquired over a span of 18 h, with individual frames captured at 10 min intervals. 
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